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(54) STAT6 ACTIVATION INHIBITOR 
(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject 
medicine, capable of inhibiting the activation of 
transcription factor stat 6, and further capable of 
inhibiting an immediate-type and a slow-type reactions in 
the allergic disease by using a specific imidazothiazole 
derivative as an active ingredient. 
SOLUTION: This inhibitor contains a imidazo[2,1-b] 
thiazole derivative of the formula (X1 is H, an alkyi, a 
cycloalkyi, an aralkyi, an aryl, a halogen, cyano or the 
like; X2 Is H, an alkyI, a cycloalkyi. an aryl, a halogen, 
cyano or the like; X3 is H, an alkyI, a cycloalkyi, an 
aralkyi or the like; X4 is H, an alkyi, a cycloalkyi. an 
aralkyi or the like; X5 is H. an alkyl, a cycloalkyi or the 
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like; R1 is H. an alkyl. a cycloalkyl. an aryl or the like; R2 Is H. an alkyl. an aralkyi or the like; 
R3 Is H. an alkyl. an aryl. a halogen or the like), or a pharmaceutically acceptable salt thereof 
as an active ingredient. As the result, the treatment and the prevention of allergic diseases 
and parasitic infectious diseases or the like can be expected. 
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(1) 




(1) 



^S^;<7/V3}?::^/PS. ;&>'W<^^/kS, ^hng^5t(i7 
/l/af-D^^/VS, Tyl^3=^S/S, iBife7 

^'>;?7/i'z}?riyi-S. ;<;/w<c^^/i^S, :=^hDS*yhJiT 
/w^^r/wr^ KS^^-To *fci4x\ x^ x^, x*, 43 

J;aX^|C*3V>-C, 20(^|^^i-5ftic<^S25Sig^LT 



^y^^. *fcf*filfe7n.r:;l.S|$rfl?^tTt J:V\ R^ 
[tS^^2] X\ X^, X^. X". *5j;t/X^{C4oVN 

^^^t-rsst^^ 1 s2«<o s T AT 6 mmtmmm. 

JK, HVG(Host-versus-Graft)#f*ft:ttSfc35tt^fcffi5f:^ 
(AIDS) S:f&3Sg*yj:OTgSi-aS»*3®l*fcW: 

2 t^mo s T A T 6 ^mmmm. 

[^^«4) I L-4S:l*^-r6i}S*]gl*fcH:2|B« 
(DSTATefi&^im^^^Jo 

«i*j-r 5 1 * n 2 iaig^<^ s T A T 6 t^mtmm 

[000 1] 

TAT 6) <Ofi&i4fbmW^J{^M1-e» :$:^m<D^^m^ 

^^:yh6 (STAT6) cDfi&ttit:|5a=^^Jtt;gr<4:6<3{C 

3iy r;^^<DSe^^50iS, ^4/\^y^h^\f^\'i 

/^^ryriS^iS, StMsSS, HVG(Host-versus-Graft) 
?S*>5VM±«3^itfeff:^:i:iK^Sl« (AIDS) ^(Dl^m 

[0 00 2] 

$r1?Ji6TMosniann^;55ti1Uyto W^hit^ ^ ys<D^Jl^y< 
-T^Sa (Th) ^^i-Sf--r h;<7-r>'<DX^-y 
tC<t?)ThltTh2<D2»lC5>«tfc 0. Immunol. 
(1986) 136 : 2348-2357 ) . C<OTh 1 tTh2<D^ 
mats ^i-^yl^/^-Tftaii&i^l^y^-fey htO^SlCt^* 

e-r. ;fcfrlc*sit5a*<^^ffi«?ffS:ThHHflo^feaE*£: 
#*Sv^ttTh 2fli<D^a«?«=i5>mt'5itS:Brtei: 
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[0 0 0 3] Th 2<S!l£D^S^£?i§:t bTti. Th275^e) 
;S^$n5-ryi$'-n^dr:x4 (IL-4) . -rViS?- 
n^^V5 (I L-5) , ^ >'^-u^^yi 0 (I L 
-10). — n-r^Vl 3 ( I L-1 3) ^<DT 

[ooo4jTh2fj:, ig E^^^-^mmmmi^^'T 

m'^m'&^fy.x^it. ^'xht^t>\^%Wi^^t\.x 

jx^y heA^ataSnfc (science 265:1701-1706(199 
4)) , 

(0 0 0 5] 'jy h 6(t-< D-f ^>'4(Di#^^ 

-n^^yi 3<omm\!i^^x(D:^mm\:Lxmmt 

5« -rv^'-ci>r^r>'4*5>r>'^-n^^V4 l^^T'^ 

S;isy ^'Sffb^na. -r^i^iric. 

[0 0 0 61 fejii-ef±iae^X^6fi¥j£Srmt>T, 



bttTV^S (Nature 380:627-630, 630-633(1996), lom 
unity 4 : 313-319(1996)) , :Lf\jh(r>-^ :^X\±. ^ 

rv)v^-wi)^.\mz.hfi\i^z.\iiim^^^x\^-^, 

t^jgi-^ ^'L^6^/j:;te)}a-Cfe 5 T h 2 

^-n>f :^V4*5J:tJf5*M^-Ct35iV\ |^«{C-He» 
<^T->;^OBjB!IJI!attI gE^{*:*m^'Ct3fcV\ o*!9 
r w/v=¥-R*£:<^)»l^tJ:;^ ^ y h 6 *Sifi:*^-cfc 5 r t ;&s 

i^(DMmti^hm.m^tix\^^f£\^^ztxh^. zozt 

[0 0 0 7] :L<D^o^i'^m^h. rwwd?-f4^®<D 

[0 0 0 8] 

[0 0 0 9] 

(a) JKI 
Hb2] 




(1) 

ryW3=^'>S, (ia«i7 
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,41 

f / 



yS. h y y'/L'^d-n^f^yWB, T>'l'=i^i^S, y zn y ^ 

^v^;^/^/}?^^/!^^, :;&/U^-<^>r/^®. ^^hn^^ytflT 
yU^/L-r^ KS^^-Tc *y5:f*x\ X^, X^ X\ *5 

fSiftry/i/df/wS, ry->'us*fcttiaiftTy-/i/ 

'*5J;05R='tt^v^^c:j^'^UT^^^^^ry^^::l/^S, ^^o: 



[0 0 10] (b) X\ X=. X^ x\ 

^$tL^:^^W3^^^>i:-rS (a) S«(Z>STAT6IS 
|E> ^i4M3BS. HVG(Host-versus-Graft)?^afcH[^3c14 

^w^^m- (AIDS) ^?&«*^sitt^is5-rs 

(a) (b) IS«<D|E:|tH^;^^y h6(^)fif#{k 

(d) IL-4S:*S^i-5 (a) *fctt (b) IB^<^S 

/V=^-§:?|]$iJi-6 (a) %tL\% (b) 8E^<^STAT6 
(0 0 1 1 1 

\^^(r>%m^%\ (1) tc*3^^T. x^ x^ 
x^, X*. *5J:otx^l;:*5V^T, 2ocQ|»@?i-s^iieo 

•t^m^oy^^^tx^xn.. ts5w±5/j:^ (2) , ^ 
(3) m-mih^h. 




(2) 

R\ R^ioJitJfR^HfiUSairimCEf^^^'fo X* 




P) 

5^i/*yU2l?=yuS, */u>'<*>fywS, ^^HoSSfcliT 
ElftT/w^/V'S* V^tiT/w^/wS> '^^dT/u^/V'T 
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/U:^-np»^/wS, T/i^=i:^i/'S, ^^y^i^S. SSi7 



(4) , ^ (5) . ^ (6) , ^ (7) . it (8) 





X' x^ 



x^ x^ 




x\ x=, x^ x^. x^*3.to5R3fiSfif2tl^i: 

[0 0 1 3] 2}C^?q{Cio»t?>X\ x^, x^ x'', 

x^ x^ x^ x^ x^ r\ R^ R^ z^&t/z^ 



f*. 'B^lJx.Jf. rnlf/K 
;K :/^/K 3 -p* ^yl'T'n f/K 1, 1 

to 0 1 4 1 mi:r/u^/i^m<Dm^mt t-c»i, 0ii;t 

So 

[0 0 16] T/i'=^^'ymtLXn. [Em*:fc 

2-ycijK*'>, 1, 
(0 0 1 71 Tjuijy^/i^mtvxtts Effi* 
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[0 0 18] r)\^^^'yiOfVit.=.fV^t LT(j:. 'S^TL 

10 0 19] rtv^f\^r^Y^k UTtt, 0»Jx:tf. 

[0 0 2 01 C/^oT/l'^/l-S^ L-C{i. 0»Jx.li. 

1 0 0 2 1 1 i/i7nrj\^^J>i^rfV^J\^^t UTJi, #!l;t 
. ^IR«C 4-13 m<omLi^^ n r/w^yi-T/v^/PS 

[0 0 2 2) Tyf\^^f^mh UTf*. «R|;tf^. ^^^7 
/W, y zc:=.)V:x.^)V^ •^7f=-/M^/K "^-^^/Py^n 
[0 0 2 3] rc^/WSi:L-Ctt, fiSHxtf, ^SR»7- 

[0 0 2 4J Ty~/PSi:LT{t. ^^^Se- 

[0 0 2 5] R'*5j:UJR2d5i:vNtc^'g'tT?1^^1-^)V 

[0 0 2 6] T^/^^/l^S. 7a:/:^^^/S. Tn^/U 

T/V'^/i'S. T/W3^'>s. ^^pyvm^, '>r 



[0 0 2 7] T/Udr/l.r$y|£2: LTfl. 0lJxli. 

IS: 1 - 6 m<r>f&.mT/v^)v^xm.^-^iMtr ^ J 
[0028] ^Jnv^fvr 5 / Si: L-cii, ^fil^tf, 

[0 0 2 9 J r}v^f\^rx/-)jfvifs:^}v'^h UTii. M 
[0030] i^r/i'^/ur 5 y ur tt, 

[0 03 1] T/\^^JV7s}Vy :^:^jV^t\^X\X. 
5. 

[0 0 3 2 1 3ji:3iS?^(^;t^^4J-C?fc5^k^!^H. Eli6«J 

[0033] ^mm<Dit^^m:kr(o:ffmv^^-ri> z 
[its] 
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NH2 , X2 NH r5 \ / 



(II) 



0 X' V 

(12) 



(13) 



X' X^ 



-2 V „5 V 



X\ X^ X\ X^ R\ R2*3a;UCR3j^ 

\mmm^^(Ds$imm^m-r. it^m (id tit^m 

(12) Sr^fifl^^jicf,^ ^b^^fe (13)^ 

br, THFtifr-ro ) . 1. 4-i^;^-:^f->', 
(J^AT. DMFtB&l-o ) . Tir h-hy/L^c^^T'n 

hmm(omj^(Dmm:^^hm^^n^, it^m (id© 

mtLXitit^^ (12) tC*fU 
[0 0 3 41 it^^ (1 3) S:^«<4^«E«t», 

fk-g-®^ (1) ^fSimmtvxnmttx. 

i^p«f'/i^7;j-/W^r^ K (i^T, DMFi:IB&i-o ) , T 
[0035] 

[fkel 



R* R^ 
(14) 



S 

X - 

(15) 



NH, 



R'^R» 
^ (11) * 



r' x* V 
(0 

(1 1) li. fk-e-i^ (14) (15) CI 

-ft^ife (15) -Ofili^b^ 
(14) Cl^tUT. jfJill. 5|gF^-/V*»P,ji!«j2. 5-®^ 

(14) tCJtLT. ^^^f^/MW*LV\ {t-^m (1 

1) (i. {b^i^ (14) (15) ^, N-yp 

<j^m^-vK^.^^^z.kx\,^h^^. {c^m (1 5) 

tt{b^«b (14) J::*fU-C, l?i«SE«*/uds»* tv\ 
n^/vibW^PJofltt^t^ife (14) tc*ftT. mm^=^ 

[0036] 

[^b7] 



(14) 



(16) 



X 

(15) 



NH2 



(11) 

R'*5J:U^R^fSilr!e^[^M*$r^i-, Xfi/^ 

oy>'ig^Sr^i-„ it^m (11) (ifb^i^ (1 6) i 
{b^4^ (1 5) ^^m\^mm^. m^^'^^ztnt^v 

^'>K (IJAT. DMSOtHft-r. ) ^(DI^T^D h^SS^ 

THF, i^a^■^1^>'^?«3^-7^y^;ftSj!$c^?;5J^|fe> 
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t^iomn^fi^. it-^ (1 5) ofirirUTtt. fb^® 

(16) lCStLJp^2ffif*/V*W*Ll>, it^m (16) 
\tit-^m (14) <i:Cl2^ Brg. 1 2l|co/Nny>'{b 

^^^itmio&t i.xmt^m (14) {c>t^Lj(«^2^& 

•=e/w~^?^4f&^/K7)«5ffl^>p>3S^^$n5, l&S<?)aiU 

xmt^m (14) jc^uifs^jsfiaF^/i—jjsiii om^yKo 

(0 0 3 7] ib^^ (1 6) mt^m (14) <»:C 

^„ /NDyvfb^^jcDaturttfb^i^ (14) tc^ru 
St u-c»4#*iot:-i^^a(Z)«sffl*s*f* u>, 

[0038] \>C^m ( 1 ) t^fcV^r R^2l57k«li|[^-efc 

Sfb-g^il. -fb^fe (17) J:»)Jii£(o:j^&"ea!liti-5 
[fbs] 



X 



CHO 
(18) 



S 

X - 

H3N NHj 
(13) 



S^N 

^ (17) 



(1 7) (i. it^m (1 8) irfb^ti (15) 

tt^jii:LT(4e3J;ttf, THF. 1, 4-Z^:^^^y^ 
i^^y-{ A^(D:r.—T;l^^mi^. DMF. DMSO. T 
ir h!;yp^(^#yn h^^^^jSfg, ^^^^ 

?>?g«SE<^^/^<OffiSffl**ib3l^$H5, -(b^^s (15) <7? 
flirLTtt, {b^«9 (18) {znv, m^'e/>'^m2 

[0039] 
[{b9] 



X 



(19) 



CHO 
(18) 

(18) tt, -fb^«^ (19) CI 2. Br a. I ^^f 



^^tiy^'itmico&mt^!^ (1 9) {dpttuT. j^^^ 

/^^y>'{bg^^J(Dfil4^b'g'^ (i 9) 
{w^tr. ji^^fff^'/U;6S$f*H/\ ib^!^ (3 6) 14, 
{b-g^^ (3 7) iC. Clj, Br 2. l2^<^^^°^Wb 

fi^tt^ft^i: LTttM;itf. la^fb^SSf, i?DB:7;<-/w 
A, ffilb^^u nyvfbmb^^^i^E, -WLit 

[0040] it^m (12) tt£ir<7):)^j5fe-e«jt-ct 
[fbio] 



x' x' x' 



(20) 



O 

(12) 

X^ X*, x«. R^*3J:u?Yttmiei: 

I^CS*^^1-o fb-^i^ (12) Itit^m (2 0) tc 
I2. Bra. l2^<^^^'='^><b^i^J^. A^^O^^S 

LTWb-^^ (2 0) (C^tij^2f&^/P-i(?ij4fl^^/K:o 
«SM-&^#^$tLa„ ISSc^at LTJifb-^iteJ (2 0) 
5 fflF-=eyU~j(!Sj 1 0 fSF ^yl/cD^Sffl** $ 

[0 04 1] ^b^ (1 2) ttfb^ (2 0) i:C 
Ig. Br 2, l^^O^^u^y^tmi^. m&ts umit 

c^:^{b;^^^^<oftfeji«o^?^T. S*^^-^^^^^^^^^ 
60 ^-py^-{blit^J(^fl:t UTI4fb^«Ki (2 0) icStU 

St LTtt«sj0'C'-«i|mia<7)«5ffld5if * Li,^ 
[0 0 4 2] {b^ (1) *)t«^:tLSrK3i-t-5fc*o 

[0 04 3] *^t±i«<©Srt?*^fTt"585, 

tf, mai(ofi^if^fflv^5:ii:*ST#<5. fits. 
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llttfi^al«>ft^|5^CO^^rf4. (T. W. Greene and P. C. 
H. Wuts, 'Protecting Groups in Organic Synthesis', 
1990) tJ:S¥L<fE$iXTi/^'5o 

[0 0 4 4] it^m (1) ^CJoV^T^^^^^:tt'5fi 
[0 0 4 51 3t^5>S>Jj5fei: LTttM;ttfft'g^Kj ( 1 ) S: 

[0 0 4 6] m.^m^^'^^tmtLXit. ^m^hm 

jft, i^^^/l'ai— f /l^Oa:— r/l^^^E. g^^a:^/u 
[0 0 4 7] :$:^§^C>STAT6Sit^MW^J(iSP6*J 

6. ^jgn^i9:^i-d|g^ri«n)x.rf, ^^K. mm 
(n^^^ wm\. ^^m. ^^^fiift^^^^^m^ 
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i&^mmm^X'oxM^ji^iiK Bp^^-r^m^. 

(Omm. ^ff*U<tt^l 0~jji^5 0 0ing(D$5ffl«rllHl* 

t:\m\Bl\c^i'fx^^i-:b:Lti>^x^^o ^fumtvx 

[0 0 4 8] *fc3^l8?g(OSTAT6«ttfk^«i|fJ^ 

Jfej^. ^I4M^, HVG(Host-versus-(^raft)?^^?$V^(4^ 

^\^^^^±&mm (AIDS) mof^mmi^itn'f'm 
immni L-4mmmtLxtm\^^^:itit^xt 

5o Slcf¥L<W:. :*:»I^OSTAT6^i4{fc;|ai&^J 
fi. STAT6cofiimt;d5i|[H<7)BP^Sl*fcH:/t5j:U« 

<i:dS-C^^>, ±td(Dm^(D^^mtLXimQ^t.tz\t 
icX^xnf£^tK iSPfif^1-5^, W^»fi£5>(tifiS 

fi^Atc^ti Bhtc^mi'-'mi 0 0 oing(Dfi5ia, 

* L<ttj!«^l 0~i^5 0 Oing<^iifflSr l[H]*fcJi^lHl{:i 

^Si^^XlJIi&O. l-JKlSOOmgWtSBB, »*U< 
(i*»)3-i^ 1 0 Omg<^«ifflSr 1 [Hl*fcW:»lHltc5^(tTtt 

[0 0 4 9] 

[^te0i|] 

[^bi 1] 




6- (4-7a:=/V7x=;U) ^$^vr [2, 1-b] U 5o/,m:^^i-i.ij^j,y^^^^^^^ Tju^Vi^ 

^^^"'^ «?^U WaLfcM^^«U 7K5fet. ^itL. ^Sco 

2-r$>/^T:/-/H. 0 0g<!:4-7:.=/W7a:^ 6~ U-y :.^;uy ^x^V [2, 1-b] 

'>/l':/n5K2. 7^gt^T±\^=^V^);VA0m\\Z i-TV-jVl. 5 5 g (HX^6 5%) 

^;t. 2mm. mmm\.it. Eit^m^. m^mm ig4;^:22o-22it: 

O 

6-j4-^rnci7a;z:/W -f^^^y [2, iK;^ : 1 6 0-^ 1 6 1 1: 

^JSM 1 (oi3m\m\ \ imoit^m^ 1 9 e m g ( s utiz} 

3%) 



^'^^^^^ [0 0 5 2] ^Jfe0i|4 

^ffi^ 1 <D:Hm\Z,^\^\ fm(D\t^e^^ 2 0 2 m g ( 8 [{b 1 4 1 

3%) 

6- (2-^75^/1.) [2, i-b]^ry- Sk;;^: 144-145'C 

[0 0 5 31 111(60115 

^Jfi0i|i«):^«felc:sgv\ IOT<o<t;^«3Sr2 0 5mg (9 «ti5l 

1 %) 



2- (4-:7,i.:tn7:cr.yu) ^ ^ [2, i-b] MM.: 1 4 3-1 44t: 

[1. 3] -O-y^Ty^-zl. [0054]^ifiM6 

^lfi0«( 1 ©:tr&»ctJev \ m.m(D\t^mi: 9 4 m g ( 3 9 [^t 1 6 1 



x 



2- (4-i^PP7a:-/W) [2, 1-b] 9%) 

[1, 3] ^:/>^^Ty-/W : 1 5 5 6t: 

%mm 1 <:o;fy&litife Sffi<o{fc^«^S: 145mg(5 [00551 mmm 7 
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Utl 71 



6' 



2- (4-yp*7»=.u)^S^.-,[2, 1-b] H;a: 164-1 est: 

ii,- ' ^ 1 0 0 5 6 1 SE16W8 

^JS« 1 0*iSI;«K. «H»ffc^»* 1 5 Omg (6 [ft i s 1 

3%) 



A 



[1, 3]^>:/^ry-/u [0057] mmm 

^mm 1 o;^&{c^^^v^ ^go^b^/gj^ 1 3 s m g (5 r^k 1 9 1 

0%) 



4%) 



2- (4-7yU:*-n7x=/l.) -5, 6. 7. 8-7^ h 5o^) ^fy^ 

7tKn^5yy[2, l~b] [1. 3]^:/>/^T 84^:17 8-^179^ 

1,4*.!!!^ [0 0 5 9] UlSMl 1 

mmmi<o^mic^\r\ ^sofk^^^^i asmg o [^^21] 



2- (4-i7nn7a:::^/W -5, 6, 7, 8-7^ 096) ^^^^ 

t^Kn^^^y[2. 1-b] [1. 3]^v^/^r>/ fit^:154^155t: 

JL^ ( 0 0 6 0 J 1 2 

^011 1 o:&ife{cfiev\ mmoit^ii^i: 1 3 5 m g (4 [-fk: 2 2 1 . 
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t Kp-i'^yi/ [2. 1-b] [1, 3]-:yyf^ry 
mmm i <^:^^j*^c^iev^. mmoit^mi: 1 4 3 m g o 

2- (3-7« h^^v-^^^/U) -5, 6, 7, 
7bKn.f5^:/ [2, i-b] [1, Sj-O-i/^T 

^iteMlO^feJCtigtV m<^{fc:^«3*l 1 7mg (3 
2%) ^yho 

Sk;^ : 1 4 0 1 4 1 1; 

[0 0 6 2] ^lfe0»Jl4 (^i'^yh6fSmt<Dmmi^ 
M) 

1) 1013 

•^l^^lSlt^ftllia L9 2 9 fi, :^0;$:S|| J; 

2) ^Jfi 

RPMI 1640^«6 r>/^=/j (^^) codeN 

0. 394-00735) Id 5 6^. ^ O^iZX^mitLit^^m 
itm ( Fetal Bovine Serum, Defined, Code No.A-1111 
-L. HyCloneLab. , Logan, Utah) SrlO%, 2-pt/P 
( Sigma. St Louis, MO. Code No.M- 
6250 ) $r5 0|xMi/j;SJ;pjc^u-C^!&fflLfc. 

3) I^^J 

^^mmni^;ii'/u:x/ut^jf-i^}: ^^^^^^^^ 

IP) Code No. 134-45) IdTSmg/ml tfj:^Xo[C 

It, 

I0 0 6 3J 4) STAT6 U-Tjf-^-jt^g^c^^^ 
•^'>:^fi.lSt^u:/ y ^-germline t iSe^T'n^-^^J: 
<^IL-4l£:^^« (STAT6^^iSE^^tf) «r3 
^o/iiNyi:gB^?iJS^l <^;ty Kj3J;Ut-e(0 

fWgftt, r:^-/u^. 5*Jj;i53<gSrMIS«iSISacI 
(:A:«^) Code No. 1078A) *JJ:OCBglII (Sjg 
5t (:*:«*) Code No. 1021A ) T-tK€n§J»fL, pGL3 
Promoter Vector ( Promega Corporation, Madison, W 
1, Code No. E1761) <OSac I /BglllgiHilC:?^ D-r::/ 

5) ^^=f-mxioxxj^'0^-^^mAim<D^m. 



2%) ^fco 

Sk;S : 1 7 4~1 7 5t: 

10 0 6 n nifiMia 

[^b2 3] 




L 9 2 9^jia 5 X 1 o^m^mcoimkmmm e ^7^^^ 

>^^^h ( Becton Dickinson Ubware, Bedford. MA, 
Code No. 3046) {;:*l/>Tf^^$^fc^, 4-Ji&]^M^ 

jK-i5'-ig^^4/ig. m^JijiSiSjte9^pSV2neo (GIBCOB 
RL, Gaithersburg, MD ) 0. ^ nztV VT 
^ > ( GIBCO BRL, Gaithersburg, MD, Code No. 1832 
4-012) 2 0//lS^4^^iSJfiLft^^$f^^^^^o. 4ml 
^T^g^U. ^MT3 0^ilSL;t. -eo^. 4^l&i^jfil 

2ni 1 SrSSiPLT. $ e>{Cl 9^ra^||Ufc, 

br2 4W$e>»C«||^, G418 (GIBCO BRL, Ga 

ithersburg, MD. Code No. 10131-019) «rO. 2mg 

ti3:^^o\mM\.xm^^mm. mm'&.m^ 

^^nyu--h ( Becton Dickinson Ubware. Bedfor 
d, MA. Code No. 3072) iC^\,^X ^ ti^:^>^^^fffj^ 

. [0 0 6 4] 6) STAT6^14m^K» 
ae^aSALfc L9 2 9 mm I X 1 O^f^/'Q , 1 
ml/^>x/Ui:/^5J;5lC, ^^^^^^ 
3610, Coming Costar Corporation, Cambridge, M 
A) (est, -Bft^HLfc. SB, S^^m^J*5J:uti L 
-4 lOU/ml (PharMingen, San Diego, CA, Cod 
eNo. PM-19231V) SrSfctoLTO. 2 m 1 

mB^i^sjmitmo. 0 2 5ral/r>a:/u$:;fjt];tT^^L 

oSI^L. /l''>:7a:7— ^^ttiSr/L-^y^t-^- (Micr 
oLumatLB96P, EG&;G BERTHOLD. Bad Wildbad, German 
y) "CM^L/to ^(^tt, triplicate-C»tfV\ 
**:>;to ^^<l:^J*5J:t;ffiafgffatttm««>Luciferase A 
ssay System ( Promega Corporation, Madison. WI, Co 
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deNo. E1500) ^:fflV^fc, ^^it^^<DST AT 6f^m 

•^mmzMi-zm^m (%) •c^.T^tfc. mnm (%) 
iJ^ffiuyho mw* (%) =100- (e-b) / (c 

-B) X 1 0 0 

Experimental Activity (E) : mkit^m<0^^r\^ I 



Control Activity (C) : mmt^^<D^^:{iriZ I L 
Background Activity (B) : ^it^^O^mET , M 
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1 00 
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100 
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1 00 
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100 


1 0 


1 00 


1 1 


100 


1 2 


88 


1 3 


100 







10 0 6 5] E3flJ#^: 1 * h7Kni;-:(i:^ 

m^\(o&^ : 9 7 m^om^ ■ ^^DNA 

CGGAGCTCTG CCTTAGTCAA CTTCCCAAGA ACAGATGCCT TAGTCAACTT CCCAAGAACA 60 
GATGCCTTAG TCAACTTCCC AAGAACAGAA GATCTCG 97 



(51) Int. CI. « M'JSS-H- 
A6 1K 31/425 ADY 
AEC 

C 0 7 D 513/04 3 3 1 

;fe*i^s«ff7i@iB] 4-2-1 ft^siisitt 



F I 

A 6 1 K 31/425 
C 0 7 D 513/04 



ADY 
AEC 
33 1 



^^f^^mmM 4-2-1 mtcmm^ 

<72)«W jl|± 

:^Krt7ft^6E#0m«|i3T9 1S98# ft 
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